A New Treatment Algorithm
for Posttraumatic Stress Disorder

osttraumatic stress disorder (PTSD) is
characterized by symploms of intrusive
thoughts and recollections, avoidance of
reminders of the trauma, emotional numbing,
and hyperarousal. The disorder occurs in ap-
proximately 8% of the United States population
and follows a chronic course in up to 50%.' Ac-
cording to the most recent major US epidemio-
logical survey, active PTSD can last more than 20
years.>! Receipt of treatment is associated with
an overall shorter course of PTSD.!
Existing PTSD treatment guidelines are

based on reviews of the extent to which levels of
evidence support particular treatments, but they
do not address the all-important matter of treat-
ment sequencing, or “what to do next” when the
first treatment has failed to bring about remis-
sion or good response. Neither do they address
the management of PTSD with comorbidities.
Six major PTSD treatment guidelines are those
published by the Expert Consensus Group,’ the
International Society of Traumatic Stress Stud-
ies (ISTSS),S the International Consensus Group
for Depression and Anxiety,”® the American
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'EDUCATIONAL OBJECTIVES -~ -

. Describe the first choice for
treatment of posttraumatic
stress disorder (PTSD).

. Discuss the sequencing of treat-
ment for PTSD in the context of
level of response,

. Explain the sequencing of
treatment for PTSD in terms of
symptomatology.

Psychiatric Association,? the US Depart-
ment of Veterans Affairs and Defense
Joint Chinical Practice Guidelines,® and
the United Kingdom’s National Center
of Clinical Excellence (NICE)."®

To address issues of treatment man-
agement, for which the levels of evi-
dence typically diminish as one travels
down the sequence or congiders using
drug combinations, there is need to de-
velop treatment algorithms. According-
ly, we present this algorithm for the
pharmacologic management of PTSD.
Al the outset, it is acknowledged that
two distinct approaches are of proven

benefit in PTSD: the pharmacologic and
the psychosocial. Thus, the first choice
to be made is whether to offer medica-
tion, psychotherapy, or both. Psychoso-
cial treatments, if not used initially, can
be added to or replace pharmacotherapy.
However, with one exception,!! we are
unaware of any empirical data to support
the augmentation of medication with a
psychosocial treatment.

In this algorithm, we provide a se-
quenced approach to the pharmacothera-
py of PTSD, taking into account salient
symptomatology and diagnostic comor-
bidity, levels of evidence (1.OE; Table
1, see page 889), and extent of response.
We also address special issues, including
suicidality, comorbidity, ongeing trauma,
treatment nonadherence, cultural con-
sideralions, issues relevant to women of
childbearing potential, legal system in-
volvement, and psychosocial treatment.

The PTSD Algorithm Flowchart and
Addendum are essential accompani-
ments to this article. The flowchart’s ba-
sic structure is shown in the Figure (sce

page 890); the full interactive version
may be downloaded from http:/fwww.
ipap.org/ptsd. The flow chart contains
30 informational nodes; clicking on a
given node provides detailed informa-
tion describing the treatment indica-
tions, response, and alternatives. A text
file that includes the content of all nodes
also is available in PDF format from the
Web site, The Addendum is provided on
pages 899-900.

A list of the medications discussed in
this article, with appropriate dosage rang-
es,'? is provided in Table 2 (sec page 891).

NODE 1
Diagnosis of PTSD

A range of traumas may precede
PTSD (eg, interpersonal violence, motor
vehicle accidents, natural disasters), and
many are highly prevalent throughout
the world. Given data that a significant
number of cases of PTSD are underdi-
agnosed and undertreated, it is important
to inquire about exposure (o trauma and
to maintain a high level of awareness of
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the disorder. Receipt of ireatment is as-
sociated with an overall shorter course
of PTSD (1.OE 3).!

PTSD is associated with significant
morbidity and comorbidity. Recent stud-
ies show greater levels of disability, use
of welfare, use of prescription medica-
tion, and healthcare visits, as well as
work impairment, with loss of as many
as 4 working days per month.>!3 People
with PTSD also demonstrate impaired
resilience, exhibiting greater difficulty
coping with stress and adversity when
compared with the general population,
primary care outpatients, and those with
depression or other anxiety disorders.!’
Increased rates of attempted suicide have
been noted in PTSD, and the adverse
physical health consequences related to
PTSD are enormous.'®'” There also is
meunting evidence that PTSD is a risk
factor for medical illness.’® Among all
anxiety disorders, PTSD was found to be
the most costly with, among other things,
substantial work loss or cutback.™

PTSD 1s poised to become a major
public health problem worldwide.!? Pro-
jections from the World Health Organi-
zatton suggest that, during the next 20
years, the global burden associated with
PTSD will increase dramatically. Road
traffic accidents, war-related injuries,
and other violence — traumas widely
associated with PTSD — are predicted
to be among the top [2 causes of disabil-
ity worldwide. ™

The particular response to any trau-
matic event involves multiple factors,
including the subjective reaction of the
person and consequent symptom severi-
ty. Therefore, patients require individual
assessment for exposure to trauma and
response to the event.

The diagnostic criteria for PTSD, as
put forth by the Diagnostic and Statisti-
cal Manual of Mental Disorders, fourth
edition (DSM-1V),2! and by the Interna-
tional Classification for Disease, 10th
edition (JCD 10),%%* are presented in
Sidebars 1 and 2 (see page 892).
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- TABLET,
Levels of E\ndence (LOE)*

}or greater)

! 'Morethan onea equately ]

augmentation therapy.

One or more small placebo-controlled trials of monotherapy, combination, or

Case ‘sériés orapenilabel trials:

Either no published evidence or presence of clinica! consensus.

“A number of guidelines already el TS for prsHPGINGC Sress dnram'u mchrqu r.he. Expert Consensus Gl mdu.flm s, .'In. Inter-

national Suciety.of Trawmatic Stress Studies (ISTSS), S the US Deparnments of Vererans Affairs urid Defer

Joiwt clinica praciice

guidelines, 2004, and the United Krugdmu ‘s Nertione! nstitute of Clinical Excellence (MICE)." None of these address the aire f

elinicat treaiment sequenc
menrs. Quir Tevels of ¢

NODE 2
Other Clinical Considerations

At the initial assessment and at in-
tervals during treatment, the clinician
should consider other issues relevant to
the patient with PTSD (as listed under
“Consider at Each Stage” in the Figure).
These issues are discussed in more detail

in the article by Connor and Stein (see
page 902).

NODE 3
SSRI, SNRI, or TCA

Following a diagnosis of PTSD, the
recommended first-line pharmacologic
intervention is an SSRI (eg, sertraline,

paroxetine, fluoxetine), based on strong
Level 1 evidence.” The starting dose
can be low (eg, fluoxetine, 10 mg; sertra-
line, 25 mg; paroxetine, 10mg), reflect-
ing a subset of patients with exaggerated
sensitivity to somatic anxiety cues or
the doses used in trials (eg, fluoxetine,
20mg.; sertraline, 25 to 50 mg; parox-
etine, 20mg). While other drugs in these

es ey are more in the et of evidence- based re
v breadly simitar 1o thove of ISTSS and NICE,

ws in support, or lack thereaf, of particular rrear.

categories may be beneficial, there is a
lack of controlled trials of citalopram?!-
%2 and fluvoxamine®** (LOE 3) and, to
date, no evidence on escitalopram (LOE
4). Paroxetine and sertraline are the only
two approved, in some countries, for the
treatment of PTSD.

Based on published data, statistically
and clinically significant improvement
often is seen with the SSRIs by weeks 2
to 4 in the major studies. One study noted
a marked improvement in anger/irritabil-
ity afler one week on sertraline,® which
may be a useful prognosticator of even-
tual response (LOE 1).3¢ An adequate
trial requires 6 to 12 weeks, although

To address issues of treatment management,
for which the levels of evidence typically
diminish as one travels down the sequence or
considers using drug combinations, there is
need to develop treatment algorithms.

the early part may be at a subtherapeu-
tic dose while tolerance to side effects is
being established. The clinician should
expect to see some response after 4 to 6
weeks at an adequate dosage.

Two recent large trials suggest prom-
ise for the SNRI venlafaxine. The re-
sults are published as of this date only
as abstracts.” 3 Hypertensive and other

889



cardiovascular side effects, particularly
at high doses, may be a limitation. Small
trials of the noradrenergic and specific
serotonergic antidepressant (NaSSA)
agent mirtazapine (LOE 2, 3)*4 also
show efficacy in PTSD. However, a study
of bupropion (LOE 2) showed no differ-
ence between the drug and placebo.*!
The older antidepressants, such as
tricyclic antidepressants (TCAs) and
monoamine oxidase inthibitors (IMAQOIs),
are of demonstrated efficacy in combat
veterans with PTSD (LOE 2).424 In

locations where formulary or cost con-
siderations preclude the use of SSRIs
or SNRIs, the tricyclics imipramine or
amitriptyline may be considered first-
line treatments in adults. Aside from two
trials of reversible MAOIs with mixed
results in civilians and combat veterans
(LOE 1), the TCA and MAOI drugs
have not been studied in controlled -
als in civilian samples, in part because of
the advent of the SSRIs in recent years.
Issues of toxicity also have been a con-
cern with these drugs, in terms of cardio-

toxicity, seizure risk, and anticholinergic
effects with the TCAs and dietary re-
strictions and risk of hypertensive crisis
with the MAQIs. Considering the levels
of evidence in the face of their safety
profiles, we do not recommend MAOIs
as first-line treatiments.

One clear advantage of the antide-
pressants is their well-established effica-
cy in treating major depression and other
anxicty disorders, which frequently are
comorbid with PTSD. However, as noted
above, these drugs can be associated with
troublesome side effects.

CONSIDER AT EACH STAGE

1. Diagnosis of PTSD

2.} Consider 1 Diagnosis and at each cvalualiuﬂ

Wcdication

3. 58R], SNRI: 4-6 weeks evaluation
with adequate dose & duration & ne intolerance
(if net available, then irieyclic antidepressant)

Psychosocial Treatment

For example, common side
effects with the SSRIs in-
clude nausea, loose stools,
headache,
agitation with initial treat-
ment, as well as weight gain
and sexual dysfunction over

insomnia, and

the long term.
However, when there is

1L symptons unrespansive, cither or

Full 4. Response?

artial

8, Switch within SSRI

7. Augment T Non-responsive No. gencral 6. Adjust to cluss or belween classes a pﬂl’liﬂi TEspoNnse despite
:_u::ordmg to 1 Soime Symplats? ATl respones maximum lolerated (5NRI, _TCA‘ or . . l f d
salient symptoms dose o, -ndrenergic antagonist) an optumuim trial of meai-

I

to core PTSD
symptams

Nightmares

Comorbid Bipalar

cation, it may be useful to
consider an augmenting

Adequale 9. Afler 4-6 weeks Inadeguate Response with: .
Responss Raspanse? Persistent Comorbid Comarbid Depeessian, agent' At least n de’prcs'
[nadequate Respanse Insomria, Psychosis Anxiclics, Stable

sion, even among respond-
ers residual symptoms are

12. Add: tricyctic antidepressant,
atypical antipsychotic,
antlconvulsant, &t;~antagonist,
o, -agonist, benzodiazepines,
beta-blocker, azaplrone, CBT

17. Switch within group
or swileh Lo atypical
smtipsychotic

= 18, Response?
Na

14, Switch to: a) TCA or MAOL,
b) Add third medication from
abeve or, ¢ Dingnostic re-
evaluation

19, Consider: obstructive
sleep apnen, restless legs
syndrome, of other
disorders of sleep and re-
<vluate dingnastically

T ™

No

—_
No

i0. Switch to another S5RE 15, Add oty -adrenergic 20, Add atypical 24, Add maod Pt
orie SNRI or untagoni'st, low dose antipsychatic. If no stabitizer, common and are associat
from SNR1to NeSSA tricyclics, cther atypicals available, anticonvulsant, H " 3 H
gcdaiing consider first generation lithium, or atypical ed with gt eater likelihood
antidepressants antipsychotics antipsychotic of relapse Few controlled
es studies have compared
D -‘IIE:E:W Yes H H
@' 1 e T o [
No — %@ - 735 Responsel ——Yes augmentation  strategies

with switching medications
directly,”® although both

22, Change antipsychotic
or add moeod stabilizer
or anticonvulsant

26, Switch ar add
from within group

seem effective in around

No

¥

28, Rerevaluate
diagnestically

50% of cases.*™*¥ Augmen-
tation offers the advantage
of retaining any possible
gains from the first agent
but the potential disadvan-
At i tages of polypharmacy (eg,

?

more side effects, drug in-

I 29. Cantinuc at least 1 .your l

Copyright @ Internatienal Psychaphannacelogy Algorithm Praject 2005

30. Consider Psychosocial Treatment |

teractions).*” The addition

KEY: CBT = cognitiva behavioral therapy; MAO1= monamine cxidase inhibitor; NaSSA = noradranorgic and selactive serctonergic antidepressant;
SHRI = sorotonin and noradrenzline rauplake inhibller; SSRI = selactive serolonln reuplake inhibitor: TGA « tricyelic antidepressant;

of psychotherapy to phar-
macotherapy for depres-
sion also may be consid-

Figure. The basic PTSD treatment algorithm flowchart.
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ered in this context.*>%
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- TABLE 2,

Dose increment Fiecommendatlons12

Sertraline ‘-

Increase 0 501 mg W|th|n a. week Subsequently, 25 of 50 mgevery. 1 to 2 weeks. P

Paroxetine IR* 10to 20

10t0 20 mg every 2 weeks

375

!ncrease to ?5 mg wnthm 1 week subsequent!y,37 5 or 75 mg every 2weeks

Fluoxetoine* 10

10 0r20mg every 2 weeks

Citalopram

Escitalopram -

:Va proic amd/dl\falproex+

1500 mg every 2 weeks accor ing 0 toxuc:ty or. plasma !evet twhere available)

Carbamazepinet

200 mg every 2 weeks and by plasma fevel (where available}

Lamatriging .

convulsants)

Topiramate

Olanzaping”

25 mg every 2 weeks (or 50 mg at the upper dose ranges)

: Risperidone

“Clonidine -

0.1 0r:0.2:mg every1 toz weeks

Guanfacine

1 mg every 2 weeks

Trer [

PropranoloE 20t040

S pmru'd mn'm\ ) etinic uhr'lfmlm u,fur .'m\r SO% redwtion in |||upfwu.\r_|u.|r| o th pmhh‘um it

dhiwed with ,uul misyion hmn e .-1m| rivan I'\ yehicmic Associotion.

NODE 4
Response

Response to treatment after a 12-week
trial is described as adequate, partial, or
nonresponse. These levels of response
are defined as follows:
¢ Adequate response: at least a 50%

PSYCHIATRIC ANNALS 35:11 | NOVEMBER 2005

improvement in symptoms or a rat- 25%) or no improvement; very little

ing of 2 (much improvement) or better reduction in symploms.

on the Clinical Global Impressions of After 3 to 6 months of treatment or

Improvement scale (CGI-1).”! longer, many patients will attain a state
e Partial response: 25% to 50% reduc-  of remission, indicated by at least a 70%

tion in symptoms. reduction in symptom severity relative

¢ Nonresponse: minimal (less than  to pretreatment (e, “70% better”) and is
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considered to be the treatment goal for
PTSD. Clinical remission would corre-
spond to a CGI-I score of 1.

After 12 weeks of treatment, many
patients will experience improvement,
with at least a 50% reduction in symp-
toms. However, further improvement
often is noted with continued treat-
ment, with additional improvement in
the core PTSD symptoms, disability,
and overall functioning. Three stud-
ies have demonstrated robust relapse-
prevention effects for sertraline®? and
fluoxetine®* when these treatments
are continued for 1 year (LOE 1).
After 6 months, a 70% reduction in
symptoms is expected, representing a
state of remission. If symptoms per-
sist and this goal is not attained, refer
to subsequent nodes, according to the
symptoms present. Because chronic
PTSD has a tendency to relapse or de-
teriorate in as many as 50% of patients
if treatment is stopped, we recommend
continuation of medication for at least
I year (LOE 1).

NODES5
Do Some Symptoms Remain
Unresponsive?

At this stage, the clinician is advised
to assess whether only certain symptoms
remain ungresponsive or if all symptoms
are still partially nonresponsive. If the
former, then augmentation may be ap-
propriate (see Node 7). If the latter, then
Node 6 applies. If there is complete non-
response, then Node 8 applies.

NODE 6
Adjust to Maximum Tolerated Dase
If there is a partial response to an
adequate dose of an SSRI (eg, 150 mg
sertraline, 40 mg fluoxetine), suggesting
that the initial treatment was somewhat
helpful but the clinical response was less
than adequate, the dose should be titrat-
ed to the maximum suggested dose (eg,
200 mg sertraline, 50 mg paroxetine, 60
mg fluoxetine) (Table 2),

PSYCHIATRIC ANNALS 35:11 | NOVEMBER 2005



NODE7
Augment According to Salient
Symptoms

After 4 to 6 weeks of treatment with
an appropriate dose of an SSRI, if there
is a partial response, the clinician should
dssess ongoing symptoms and ireat ac-
cordingly with augmentation by a sec-
ond agent. For example, insomnia or
nightmares may be freated with prazosin
(LOE 2), trazodone (LOE 3), nefazodo-
ne (LLOE 2),% imipramine (LOE 2), or
amitriptyline (LOE 2) in low doses. Any
of these treatments can benefit not only
sleep disturbance but also other aspects
of PTSD (LOE 2). Additional informa-
tion for managing persistent insomnia
is given in Node 15. In some instances,
while there are no published guidelines,
the clinician may choose to increase the
dose and augment simultaneously. It is
important o establish that symptoms are
not due to anxiogenic effects of treat-
ment, however.

Most clinical trials with medication
for PTSD have tested the efficacy of
monotherapy. Indeed, with the excep-
tion of trials with atypical antipsychot-
ics and prazosin, no clinical trials have
systematically evaluated the relative
effectiveness of different augmentation
strategies. Therefore, our recormmen-
dations for augmentation strategies for
partial responders are extrapolations
from monotherapy trials. An alternative
option would be to persist at the same
(therapeutic) dose, in the expectation
that response may eventually occur be-
yond 12 weeks.

NODE 8
Switch Within SSRI Class or Between
Classes

After failure of response (ie, less than
25% improvement) to an SSRI, with
core PTSD symptoms persistent after 4
to 6 weeks with an adequate dose, the
clinician should switch to another SSRI,
SNRI, NaSSA, TCA, or prazosin (an o-
[ adrenergic antagonist). An alternative

PSYCHIATRIC ANNALS 35:11 | NOVEMBER 2005

would be to augment the same medica-
tion with another pharmacotherapeutic
agent, even though there are very lim-
ited data on augmentation and none on
switching to SNRI/NaSSA or SNRI to
NaSSA (all LOE 4). Further, data are not
available regarding whether a sequential
trial of a second SSRI is as effective as
switching to an SNRI or NaSSA after the
first unsuccessful SSRI trial. Depending
on the severity of the clinical situation,

some clinicians may decide to increase
the dose and wait longer before switch-
ing to another class or augmenting.

NODE 9
Response After 6 to 12 Weeks?

If the dosage is already at the maxi-
mum and symptoms persist after 6 to 12
weeks, it may be appropriate to introduce
a second treatment, while maintaining
the initial medication as prescribed. The
nexl course of action will be determined
by the presence or absence of specific
symptoms and comorbidities, including
the persistence of core PTSD symptoms
(eg, intrusion, avoidance, numbing, hy-
perarousal), sleep disturbances, psychot-
ic symptoms, bipolar spectrum disorder,
and substance abuse. Sometimes the
choice of an augmentation agent may
be driven more by clinically significant
symptoms, as illustrated by the recom-
mendations for insomnia, psychosis, and
substance abuse {Nodes 15, 20, and 24).

Here, the empirical basis for choosing
one agent over another is not very solid.
Therefore, the following suggestions are
based more on clinical lore and known
pharmacologic actions. For example, pa-
tients exhibiting excessive arousal, hy-

perreactivity, and, possibly dissociation,
might benefit from the addition of an
antiadrenergic agent. Patients exhibiting
aggressive, impulsive, or labile behavior
might benefit from an anticonvulsant or
mood stabilizer. Fearful, paranoid, hy-
pervigilant, and psychotic patients might
benefit from an atypical antipsychotic.
Treatment success (or failure) will be
determined by the adequacy of the clini-
cal response and side effects.

One study noted a marked improvement in
anger/irritability after one week on sertraline,
which may be a useful prognosticator of
eventual response.

NODE 10
Inadequate Response of Core PTSD
Symptoms

If there is inadequate response of
core PTSD symptoms to 6 to 12 weeks
of treatment with a maximum recom-
mended and tolerated dose of an SSRI
(eg, 60 mg fluoxetine, 200 mg sertraline;
Table 2), the clinician should switch, for
example, to another SSRI or to an SNRI,
or from an SNRI to an NaSSA, or to a tri-
cyclic drug or prazosin. However, at pres-
ent, there are no published data on any of
these strategies (LOE 4). Further, data are
not available as to whether a sequential
trial of a second SSRI is as effective as
switching to an SNRI or NaSSA after the
first unsuccessful SSRI trial.

NODE 11
Response (See Node 4 for
definitions)

NODE 12
Augmentation With Medication
or CBT

Most clinical trials with medication
for PTSD have tested the efficacy of
monotherapy with one pharmacologic
agent or another. Indeed, with the excep-
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tion of trials with atypical antipsychot-
ics, no clinical trials have systematically
evaluated the relative effectiveness of
different augmentation strategies. There-
fore, our recommendations for augmen-
tation strategies for partial responders
are extrapolations from monotherapy
trials. For example, if a patient fails to
respond to an SSRI, we recommend aug-
mentation with an agent that has proven
itself as an effective monotherapy or
augmentation agent. As a result, our first
recommended set of options for aug-
mentation includes TCAs, prazosin, and
atypical antipsychotics. Lack of respon-
siveness to such medications might sug-
gest further augmentation with an agent
for which the level of evidence is less
strong, such as anticonvulsants, cloni-
dine, guanfacine, or propranolol.

Sometimes the choice of an augmen-
tation agent will depend on the presence
of comorbid disorders. The presence of
comorbid affective or anxiety disorders
would suggest use of a medication that
is effective for both PTSD and for that
disorder (eg, an antidepressant for co-
morbid PTSD and depression).

Partial response may be managed by
augmentation, particularly for aggres-
sion, with prazosin (LOE 2), divalproex
sodium (LOE 3), risperidone (LOE 2),
or lamotrigine (LOE 2), for insommnia/
nightmares, or by atypical antipsychot-
ics such as trazodone (LOE 3) risperi-
done (LOE 2), olanzapine, or quetiapine
(LOE 3); buspirone (LOE 3); tiagabine

894

{LOE 4); beta-blockers (LOE 4); or a2
adrenergic agonists (LOE 4) for anxiety/
agitation. Benzodiazepines can be used
cautiously for panic in patients without
substance abuse histories (LOE 4). No
data exist as to the effects of benzodi-
azepines in augmentation {reatment,
although some data exist suggesting
lack of efficacy for monotherapy with
alprazelam in chronic PTSD (LOE 2).%
Nonetheless, on occasion, benzodiaz-
epines may be used adjunctively with
other pharmacotherapy (LOE 4). Ti-
agabine monotherapy was also no differ-
ent from placebo in one study (LOE 2),%
but its use in augmentation or for sleep
disturbance may be considered (LOE
4). Bupropion appears to be ineffective
(LOE 2).* Trazodone may be effective
(LOE 3),%® and if all else fails, phenel-

Augmentation offers the advantage of
retaining any possible gains from the first
agent but the potential disadvantages of
polypharmacy. The addition of psychotherapy
to pharmacotherapy for depression also may
be considered in this context,

zine can be considered in certain cases
(LOE 2).* Addition of cognitive-be-
havior therapy and prolonged exposure
(PE) were found to enhance response in
patients who had shown only partial im-
provement on sertraline (LOE 2).!!

NODE 13
Response (See Node 4 for
definitions}

NODE 14
Switch to TCA or MAOI, Add
Third Medication, or Re-evaluate
Diagnosis; Consider Psychosocial
Treatment

If the patient has failed to achieve an

adequate response, there are other op-
tions to consider, although data to sup-
port all of these recommendations are
not available (LOE 4). These include
switching to a TCA (LOE 2)* or MAQI
(LOE 2y or adding a third medication
from the list in Node 12, Note that be-
fore initiating treatment with an MAOI,
altention should be paid to the need for
the appropriate medication-free period,
if the patient has been receiving another
antidepressant.

Efficacy also has been shown for
repetitive transcranial magnetic stimu-
lation (1TMS) to the right dorsolateral
prefrontal cortex in PTSD (LOE 2).%°

For psychosocial therapy, see the ar-
ticle by Connor and Stein (page 902).

NODE 15
Inadequate Response With
Persistent Insomnia, Nightmares

Sleep disruption characterized by in-
somnia and nightmares is a core symp-
tom of PTSD. The sleep disturbance or
nightmares often persist despile treat-
ment with some SSRI agents and may
even be exacerbalted by these medica-
tions.’%® Under such circumstances,
we recommend first assessing lifestyle
factors, such as over-the-counter medi-
cations or heavy caffeine use, that may
be contributing to the sleep disturbance.
The addition of the o 1-adrenergic antag-
onist prazosin can be quite effective in
ameliorating nightmares and insomnia
in PTSD (LOE 2, 3).6192 Hypotension,
syncope, and tachycardia are potential
side effects with prazosin; therefore, the
patient’s predisposition to and risk from
hypotension should be considered and
blood pressure should be monitored. In
addilion, it may take some time to build
up to a therapeutic dose (4 to 9 mg), and
little is known about the metabolism of
prazosin or its effects on the cytochrome
P450 isvenzyme system.

Other pharmacologic options for
which there is considerably less evi-
dence (all LOE 4) but which may be of
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benefit include trazodone, low-dose se-
dating tricyclics, mirtazapine, olanzap-
ine, quetiapine, or zolpidem; tiagabine
at might also is an option.*?%367 The
role of the benzodiazepines here is less
clear, and while they may be helpful in
reducing hyperarousal symptoms during
treatment, they do not appear to confer
any additional benefit with respect to
the course of PTSD when given in the
immediate post-trauma period for acute
stress disorder (LOE 2, 3).586

One nonpharmacologic approach that
has shown promise in decreasing night-
mares and in improving overall PTSD
symptom severity is imagery rehearsal
therapy (LOE 1).7

NODE 16
Response {See Node 4 for
definitions)

NODE 17
Switch Within Group or Switch to
Atypical Antipsychotic

If the response remains inadequate,
consider switching to another augment-
ing agent within the same class or to an
atypical antipsychotic (LOE 4).

NODE 18
Response (See Node 4 for
definitions)

NODE 19
Consider Obstructive Sleep Apnea,
Restless Leg Syndrome, or Other
Sleep Disorders and Re-evaluate
Diagnosis; Consider Psychosocial
Therapy

In the event of continued poor re-
Sponse, polysomnography may be in-
dicated to evaluate for suspected sleep-
related breathing disorders and periodic
limb movement disorders.”! If obstructive
sleep apnea is confirmed, then treatment
with continuous positive airway pressure
is indicated (LOE 4). If the test does not
reveal an obvious cause, an altemative
drug may be selected from the above list,
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For psychosocial therapy, see the ar-
ticle by Connor and Stein (page 902).

NODE 20
Inadequate Response With
Comorbid Psychosis
It is important to distinguish between
psychotic symptoms that are part of the
PTSD complex versus those that signify
a comorbid psychotic disorder. For the
former, antiadrenergic, SSRI, and an-
ticonvulsant drugs often are beneficial
(LOE 4). Failure to respond would then
call for addition of an atypical antipsy-
chotic. Indeed, fearful, paranoid, hyper-
vigilant and psychotic patients might
benefit from atypical antipsychotics. If,
on the other hand, PTSD is comorbid
with a psychotic disorder, then augmen-
tation with atypical antipsychotics should
be considered from the beginning.
Psychotic features may be found in as
many as 40% of PTSD patients,” with
commonly reported symptoms including
hallucinations, delusions, and paranoid
ideation. In many cases, these individu-
als may not respond adequately to SS-
Ris. As a result, much of the work done
in the area has focused on augmentation
of S8RIs with atypical antipsychotics.
The presence of psychotic symptoms
that are part of PTSD would call for ad-
dition of an atypical neuroleptic, with
evidence being limited so far to risperi-
done (LLOE 2}, olanzapine (LOE 3), and
quetiapine (LOE 3), studies of which
appear largely limited to combat veter-
ans, 5597274 with only one study in civil-
ians.”? Further, the evidence is mixed,
in that some drugs may have not always
separated from placebo’ or have done so
only on limited dimensions (eg, psychot-
ic symptoms™ or sleep and mood®®).
Inadequate response to the first atypi-
cal antipsychotic could be followed by
switching (o a different medication in
the same class. If that fails, then diag-
nostic re-evaluation is suggested. The
specific atypical neuroleptic should be
chosen after considering the risk of side

effects such as weight gain, aggravation
of diabetes, metabolic syndrome, hyper-
lipidemia, or hyperprolactinemia. Flash-
backs, hypervigilance/paranoia, and dis-
sociation can all manifest with psychotic
features. For these, antiadrenergics and
anticonvulsants are belicved to be ben-
eficial (LOE 4).

PTSD remains a very challenging
disorder to treat effectively and often
requires the use of more than one psy-
chotropic medication, with atypical an-
tipsychotics being used increasingly.
Mellman™ found that 17% of a statewide
Medicaid PTSD population had received
this form of treatment, a rate which was
even higher when depression was also
present. There is also growing evidence
for efficacy of atypical antipsychotics as
adjunctive treatments in PTSD (LOE 3},
Thus, it is important to recognize their
role in managing the disorder. While
the new-generation antipsychotics are
less likely to produce extrapyramidal
and acute cardiovascular side effects,
as compared with the older generation
drugs, there is concern about other prob-
lems, in particular weight gain, hyper-
glycemia, hyperlipidemia, diabetes, and
long-term cardiac effects via the meta-
bolic syndrome. Careful monitoring is
therefore essential, and attention to re-
cently published guidelines on the use of
these drugs is recommended.”™

NOCDE 21
Response (See Node 4 for
definitions)

NODE 22
Change Antipsychotic or Add Mood
Stabilizer or Anticonvulsant

If the response remains inadequate,
consider switching to another antipsy-
chotic or adding a mood stabilizer or
anticonvulsant (LOE 4),

NODE 23

Response (See Node 4 for
definitions)
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NODE 24
Inadequate Response With
Comorbid Depression, Anxiety, or
Stable Bipolar Disorder

Comorbid depression, anxiety, and
bipolar disorder are found commonly
in association with PTSD. Common
presentations in bipolar patients with
PTSD may include mood lability, irri-
tability, and aggression. In addition, in
some instances, antidepressants used to
treat PTSD may precipitate hypomania
or mania in those predisposed to bipolar
disorder. If the symptom picture sug-
gests bipolar spectrum disorder, which
aiso can be associated with PTSD, we
recommend addition of either a mood
stabilizer or anticonvulsant or an atypi-
cal neuroleptic.

In terms of anticonvulsants and mood
stabilizers, divalproex sodium/valproic
acid, carbamazepine, topiramate or la-
motrigine have been reporied as effica-
cious in PTSD without comorbid bipolar
features,™8™83 again largely in combat
veteran populations. There is no evidence
(LOE 4) for their use in PTSD with co-
morbid bipolar disorder. Alternatively,
we would consider the use of atypical
antipsychotics at this stage, even in the
absence of supportive literature (I.OE
4), given that the drugs separately are of
benefit in bipolar disorder and in PTSD
when associated with psychosis or mood
disorder. Of note, some mood stabilizers
and atypical neuroleptics may require
periodic laboratory monitoring  (eg,
blood levels of carbamazepine and val-
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proic acid, and, for certain atypical neu-
roleptics, fasting lipid profile and fasting
blood sugar),

The sequence of treatment will de-
pend upon which syndrome is clinically
the most salient. For stabilized bipolar
disorder, untreated PTSD will need ad-
dressing. Unstable bipolar disorder will
need {reatment first. For persistent PTSD
with severe depression, it also is possible
that electroconvulsive therapy may have
value (LLOE 4).

For persistent PTSD with other anxiety
disorders, we recommend augmentation
with treatments of proven or suggested ef-
ficacy in the specific disorder. Examples
include hydroxyzine, buspirone, trazo-
done, or benzodiazepines for generalized
anxiety disorder (LOE 4); clonazepam,

Sleep disruption characterized by insomnia
and nightmares is a core symptom of PTSD.
The sleep disturbance or nightmares often
persist despite treatment with some SSRI
dagents and may even be exacerbated by these
medications.

olanzapine, or levetiracetam for social
anxiety disorder (I.OE 4); and clomip-
ramine or atypical antipsychotics for ob-
sessive-compuisive disorder (LOE 4).

NODE 25
Response {See Node 4 for
definitions)

NODE 26
Switch or Add from Within Group

If the response remains inadequate,
consider switching to another drug within
this group or to adding another drug with-
in this group (see Node 24; LOE 4).

NODE 27
Response (See Node 4 for
definitions)

NODE 28
Re-evaluate Diagnosis; Consider
Psychosocial Therapy

If response remains inadequate, con-
sider diagnostic re-evaluation.

For psychosocial therapy, see the ar-
ticle by Connor and Stein (page 902).

NODE 29
Continuation for At Least 1 year If
Good and Stable Response

NODE 30
Psychosocial Treatment May be
Considered at Any Time

SUMMARY

Treating PTSD requires selecting an
appropriate first-line treatment, decid-
ing on length of treatment, and knowing
when and how to change to another ap-
proach. The algorithm presented in this
article provides sequential choices to
decide whether to persist longer at the
highest tolerated dose, augment with a
second agent, or switch to another treat-
ment. There is a need to evaluate levels of
response (full, partial, or nonresponse),
as well as to decide whether partial re-
sponse is generalized to all PTSD symp-
toms or limited to select symptoms.
Treatment strategies may then be based
on which scenario is present. Issues of
comorbidity and diagnostic reevaluation
must be considered as well.
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GENERAL PRINCIPLES

[, Initial and Repeated Evaluations (Sidebar 2)

A. PTSD is common and often goes undiagnosed. Given
the high prevalence of exposure {o trauma (including
domestic violence), a trauma exposure history is im-
portant,

B. The initial evaluation should use DSM-IV or ICD-10
criteria. Given that most research on PTSD in general,
and on pharmacotherapy in particular, has used DSM-
IV criteria, these may be especially useful.

C. The initial evaluation should include a thorough psy-
chiatric assessment, medical history, and, when appro-
priate, referral for Iaboratory or medical evaluation.

D. Initially and repeatedly (at any time of inadequate
responses), consider ongoing trauma, key symptoms
associated with PTSD that change management (eg,
suicide risk, psychotic symptoms, insomnia, night-
mares), comorbid psychiatric illness (eg, depression,
bipolar disorder, other anxiety disorders, substance
abuse), other possible diagnoses, treatment nonadher-
ence, and litigation issues.

E. Patients with bipolar disorder should be stahilized be-
fore introducing an antidepressant for PTSD. Similar-
ly, other comorbid disorders (eg, psychotic disorders)
may need to be addressed first before treatment for
PTSD is begun. In other cases, however, the treatment
for PTSD may also be effective for the comorbid dis-
order and can be begun at the same time.

E Standardized symptom rating scales are useful tools
for baseline and later assessment.

IL. Choice of Treatment: Medication, Psychosocial,
or Both

A. Initial treatment can be either pharmacotherapy or
psychotherapy. Patient preference or special skills of
the clinician should influence this choice. Comorbid-
ity may influence the type of medication or psycho-
therapy prescribed and may also influence the choice
of whether to use medication versus psychotherapy.

ADDENDUM.

International Psychopharmacology Algorithm Project
PTSD Algorithm

B. Both approaches have been shown to be efficacious,
and each has certain advantages and disadvantages.

1, Acute Stress Disorder Versus PTSD

In the immediate aftermath of a traumatic event, the vast
majority of the population will exhibit significant distress.
For most, such symptoms will subside within the first 4
weeks, and often within the first 10 to 14 days. Therefore,
pharmacologic (or psychosocial} treatment generally should
be withheld from all but the most symptomatic and incapac-
itated people within this period. Supportive measures and
psychological first aid are the treatments of choice for such
distress during the immediate posttraumatic aftermath.

A. Treatment of chronic PTSD is better understood than
is treatment of acute stress disorder or acute PTSD.

B. While many clinicians are likely to believe that the
samne types of treatment benefit acute stress disorder
and acute PTSD (ie, less than 3 months), there are
very few studies of treatment in these conditions.
With respect to acute stress disorder, there is good
evidence that cognitive-behavior therapy is effective
for both symptom amelioration and prevention of the
later onset of PTSD. Only a few preliminary studies
on pharmacological interventions for acute stress dis-
order have been done. With respect to acute PTSD,
there is no reason to delay treatment for people who
meet diagnostic criteria.

{V. Medications and Adequacy of Response (Sidebar 1)

A. Patients with PTSD who are going to be treated with
medication should, with few exceptions, be prescribed
an SSRI or SNRI as their first medication.

B. The response time for treatment of PTSD with an
SSRIis generally 4 to 12 weeks. One expects at least a
partial response by 4 to 6 weeks with adequate dosage.
It is assumed that an adequate or maximally tolerated
dose will have been given throughout this recommend-
ed period or time. In our present state of knowledge,
we cannot say whether it is better to increase the dose,
augment, or switch when there has been insufficient
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response. Clinicians may wish to keep their aptions
open 23 to their preferred approaches. It is also the
case that response can take longer than 12 weeks, as
was noted for a cohort of subjects treated with sertra-
line, in whom 55% of partial responders at 12 weeks
had converted (o full responders by 35 weeks 34

C. Some patients may demonstrate an initial worsening
when starting treatment. In some cases this may be
due. to activating/anxiogenic effects of the SSRIs. In
other instances, it may be related to discussion of the
trauma and uncovering previously unaddressed feel-
ings and thoughts associated with the trauma.

D. The patient who has an excellent response to the SSRI
should generally be treated for a minimum of 1 year.

E. Benzodiazepines are not recomrmended as monother-
apy and can be harmful in the first few months after
trauma. Because a number of antidepressants have
been shown to be effective for generalized anxiety and
panic, they should be considered before prescribing
benzodiazepines. Furthermore, there are no published
studies demonstrating efficacy of benzodiazepines in
PTSD. If a clinician chooses to prescribe these medi-
cations as augmentation for residual comorbid anxiety
{eg, generalized anxiety disorder, panic), they should
be used as adjuvants only when there is not a history
of substance abuse.

F. At each point of evaluating nonresponse, we recom-
mend diagnostic re-assessment, as well as checking for
treatment nonadherence.

V. Managing Side Effects

A. Patients with anxiety disorders, including those with
PTSD, often experience greater sensitivity to medica-
tion side effects and may need a slower dosage titration
than used in other patients, such as in depression.

B. When patients only respond partially or fail to re-
spond, it is important to consider whether the symp-
tom presentation represents an inadequate response to
the drug or medication side effects.

C. Metabolic and general cardiovascular side effects can
occur from antipsychotic medication, as may be the
case for some patients with chronic PTSD who are
receiving these drugs. This includes glucose dysregu-
lation leading to type II diabetes or worsening of pre-

viously controlled diabetes, weight gain, abdominal
adiposity, increased triglycerides, or increased total
cholesterol and LDL cholesterol. Appropriate moni-
toring of the metabolic profile is recommended, in ac-
cordance with current reconunendations.

D. There is the possibility of untoward drug—drug inter-
actions, for example, those mediated by inhibition or
induction of the cytochrome P450 enzyme system.
With increased rates of comorbid medical illness,
there is greater likelihood that a patient with PTSD
will be taking other medications. Clinicians are there-
fore encouraged to become familiar with the more im-
portant interactions as they apply to the medications
prescribed to treat PTSD.

V1. Social Support

A. Social support is considerably reduced in PTSD,’6
and attention should be paid to this as an important
element in the recovery process.®® Brewin et al6
have noted lack of social support to be the single
most important predictor of risk for developing
PTSD after trauma.

Vil. Placebo response

A. Sometimes an initial rapid response that fades may be
indicative of a “placebo™ or “nonspecific” response,
as has been suggested in the depression literature. We
do not know to what extent this is the case for PTSD,
or how it would be best managed. Some hold that un-
der these circumstances, a medication switch would
be preferable to augmentation, but there are no data to
inform on this issue.

VIIL. Cost-benefit considerations

A. Cost is often an important consideration in drug se-
lection. However, cost of medication must be viewed
more broadly as part of a cost—benefit equation, as
“cheaper” drugs may have more frequent side ef-
fects that bring additional cost burdens. Because of
the variability in medication costs from one coun-
try to another, we do not make any specific recom-
mendations about this issue. Related is the issue of
risk—benefit, which should also be a consideration in
drug selection.
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